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REMARKS 

Claims 1-160 were pending. Upon entry of this amendment, claims 1, 21, and 157-161 
will be pending. Accordingly, two (2) independent claims and six (6) dependent clains are 
pending. 

This amendment cancels claims 2-20 and 22-156, replaces claims 1, 21, and 157-160 
with correspondingly numbered claims, and adds new claim 161, support for which is found on 
page 38, lines 5-22 of the specification. No new matter has been added. 

A version of the claims with markings to show where changes have been made appears 
in Appendix A at the end of this communication. 

Duruig a telephonic interview, the Examiner requested Applicants to re-provide pages 
350-866 of the specification. 

Accordingly, Applicants are pleased to provide the pages requested by the Examiner. 



CONCLUSION 

Allowance of claims 1, 21, and 157-161 is respectfully requested. 
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Appendix A 

VERSION OF CLAIMS WITH MARKINGS TO S HOW CLANGES MADF 
U.S. Application Ser. No, 09/653,563 

1 (Amended), A compound of the formula; 




wherein 

Z IS -C(R2g)(Ri9)- [or -C(0)-] wherein and R19 are [independently selected from] 
hydrogen (and loweralkyl]; 

nisO [orl]; 

R is -(CH2)m-W wherein m is (an integer from] 0 [to 6] and W is 

((a)l -C(0)2-G wherem G is hydrogen [or a carboxy protecting group. 



(b) 


-P03H2, 


(c) 


-P(0)(OH)E wherein E is hydrogen, loweralkyl or aiylalkyl. 


(d) 


-CN, 


(e) 


-C(0)NHRi7 wherein Kn is loweralkyl. 


(f) 


alkylaminocarbonyl. 


(B) 


dialkylaminocatbonyl, 


(h) 


tetrazolyl. 


(i) 


hydroxy, 


0) 


alkoxy, 


(k) 


sulfonamide, 


a) 


-C(0)NHS(0)2Ri6 wherein Ru is loweralkyl, haloalkyl, aryl i 



dialkylamino, 
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(m) -S(0)2NHC(0)Ri6 wherein Ri6 is defmed as above, 




-1 and R2 are independently selected from the group consisting nf (hydrogenj 

loweraJkyl. alkenyl, altynyl, alkoxyalkyl, alkoxycarbonylalkyl, hydroxyaikyl, 
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haloalkyl. haloalkoxyalkyl. alkoxyalkoxyalkyl, thioalkoxyalkoxyallcyl, cycloalkyl, 
cycloalkylallcyl, aminocarbonylalkyl, alkylaminocarbonylalkyl, 
dialkylammocarbonylalkyl, ammocarbonylalkenyl, alkylaminocarbonylalkenyl, 
dialkylaminocarbonylalkenyl. hydroxyalkenyl. atyl, aiylalkyl, aryloxyalkyl, 
aiylalkoxyalkyl, (N-alkanoyl-N-alkyl)ammoalkyl, alkylsulfonylamidoalkyi' 
heterocyclic, (heterocydic)alkyl and (R^CR,i,)N.IU- vvherein is aiyl or 
aiylalkyl, R.^ is hydrogen or alkanoyl and R«, is alkylene[, with the proviso 
that one or both of R, and is other than hydrogen]; and 

R3 is 1(a)] R4-C(0)-R5. 1, R4.R,,., R4-C(0)-R,- N(R,)- , R,-S(0VR7- or 
R26-S(0)-Ra7-] 

wherein Rs is [(i) a covalent bond, (ii)] alkylene], (Hi) alkenylene, (iv) 
-N(R2o)-R«- or -R8a'N(R2o)-R«. 

wherein Rj and Rg, are independently selected from the group 

consisting of alkylene] and [alkenylene and 
R20 is hydrogen, loweralkyl, alkenyl, haloalkyl, alkoxyalkyl, 
haloalkoxyalkyl, cylcoalkyl or cycloalkylalkyl or 
(v)-0-R9.or-R9s-O^R5- 

wherem Rx, and Kg^ are independently selected from alkylene; 
Rsa is (i) alkylene or (ii) alkenylene; 

R7 is (i) a covalent bond, (ii) alkylene, (iii) alkenylene or (iv) -N(R2i)-R,o- or 
-RiOrN(R2i)-Rjo- 

wherein R|o and Rjoa are independently selected from the 

group consisting of alkylene and alkenylene and R21 is 
hydrogen, loweralkyl, alkenyl, haloalkyl, alkoxyalkyl, 
haloalkoxyalkyl, aiyl or arylalkyl;] 

R4 [and K6 are independently] is selected from the group consisting of 

(i) (Rii)(R,2)N- wherein Ri, is hydrogen and R,2 [are independently] 
is selected from the group consisting; of 
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((1) 


hydrogen. 


(2) 


loweralkyl, 


(3) 


haloalkyi, 


(4) 


alkoxyalkyl. 


(5) 


haloalkoxyalkyl. 


(6) 


alkenylj 


(7) 


alkynyl. 


(8) 


cycloalkyl. 


(9) 


cycloalkylalkyl. 


(10) 






heterocyclic. 


(12)] 


arylalkyl, 


[(13) 


(heterocyclic)alkyl. 


(14) 


hydroxyalky], 


(15) 


alkoxy. 


(16) 


aminoalkyl, 


(17) 


trialkylaminoalkyl, 


(18) 


alkylaminoalkyl, 


(19) 


dialkylaminoalkylj and 


1(20) 


carboxyalkyl] 


diarylalkvi 



and 

(ii) [loweralkyl, 

(iii) alkenyl, 

(iv) alkynyl, 

(v) cycloalkyl, 

(vi) cycloalkylalkyl, 

(vii) aryl, 

(viii) arylalkyl^ 

(ix) heterocyclic, 

(x) (heterocyclic)alkyl, 
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(xi) alkoxyalkyl, 

(xii) hydroxyalkyl, 

(xiii) haJoalkyl, 

(xiv) haloalkaiyl, 

(xv) haloalkoxyaI]Qrl, 

(xvi) haloalkoxy, 

(xvii) alkoxyhaloalkyl, 

(xviii) alkylammoalkyl, 

(xix) dialkylaminoaJkyl, 

(xx) alkoxy, and 



° wherein z is 0^5 and Rya is alkyleae;] 

iRln)fBl2.)N-Nm- wherein and R.,. arc i ndepeiidfently 
selected from the f irottD consisting of arvl and alkvi 

[R26 is (i) loweralkyi, (ii) haloalkyl. (iii) alkenyl, (iv) alkynyl, (v) cycloalkyl, 
(vi) cycloalkylalkyl, (vii) aiyl, (viii) aiylalkyl, (ix) heterocyclic, 
(X) (heterocyclic)alkyl, (xi) alkoxyalkyl or (xii) alkoxy-substituted 
haloalkyl; and 

Rj? is alkylene or alkenylene; 



I or 



(b) R22-0-C(0)-R23- wherein is a carboxy protecting group i 

heterocyclic and R23 is (i) a covalent bond, (ii) alkylene, 

(iii) alkenylene or (iv) ^N(R,4)-R25^ wherein R25 is alkylene and 

R24 is hydrogen or loweralkyi, 

(c) loweralkyi, 

(d) alkenyl, 

(e) alkynyl, 

(f) cycloalkyl, 

(g) cycloalkylalkyl, 
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(h) aiyl, 

(i) arylalkyl, 

G) aryloxyalkyl, 

(k) heterocyclic, 

0) (heteiocyclic)alkyl, 

(m) aIko)cyalkyl, 

(n) altoxyalkoxyalkyl, or 

(o) Ri3-C(0)-CH(R,4>' wherein R13 is amino, alkylamino or dialkylamino 
and Ri4 is aiyl or R15-CCO)- wherein R15 is amino, alkylamino i 
dialkylamkol; 
or a pharmaceutically acceptable salt thereof. 



21 (Amended). The compound accordmg to [Cjclaim 1 of the formula: 

I 




[wherein 

Z is -C(Ri8)(Ri9)- or -C(0)- wherein Rig and R19 are independently selected from hydrogen 

and loweralkyl; 
nisOorl; 

R is -(CH2)m-W wherein m is an integer from 0 to 6 and W is 

(a) -C(0)2-G wherein G is hydrogen or a carboxy protecting group, 

(b) -P03H2, 

(c) -P(0)(OH)E wherem E is hydrogen, loweraUqrl or aiylalkyi, 

(d) -CN. 

(e) -C(0)NHRi7 wherein Ri 7 is loweralkyl, 

(f) alkylarainocarbonyl, 

(g) dialkylaminocarbonyl. 
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(h.)tetrazolyl. 
(i) hydroxy, 
(j) alkoxy, 
(k) sulfonamido, 

G) .C(0)NHS(0)2R16 wherein Rl6 is loweralkyl, haloalkyl, aryl or dialkylamino, 
(m) .S(0)2NHC(0)Rl6 whereinRi6 is defined as above, 
HQ 0 




(n) " 



OH 

(P) 

(q) 



(X) 



^s=o 



(s) 

TV-. 

(t) " .or 
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- NHSOaCFa 

(u) ^ ^ ^ 
Rl axtd R2 are indepead^itly selected from hydiogen, lowetalkyl, alkeoyl, alkynyl. alkoxyalkyl, 

alkoxycatbonylalkyl, hydroxyalkyl, haloalkyl, haloalkoxyalkyl, alkoxyalkoxyalkyl, 
thioalkoxyalkoxyalkyl, cycloalkyl, cycloalkylalkyl, aminocarbonylalkyl 
alkylaminocarbonylalkyl, dialkylaminocarbonylalkyl, aminocarbonylalkenyl, 
alkylaminocarbonylalkenyl dialkylaminocarbonylalkenyl, hydroxyalkenyl. aiyl, arylalkyl. 
aiyloxyalkyl, arylalkoxyalkyl, (N-alkanoyl-N-alkyl)aminoalkyl. alkylsulfonylanudoalkyl. 
heterocyclic. (heterocyclic)alkyl and (R^(Rbb)N-Rcc- ^^^'^ ^aa ^1 or arylalkyl. Rfeb is 
hydrogen or alkanoyl and R^^ alkylene, with the proviso that one or both of Ri and R2 is 
other than hydrogen; 

R3 is (a) R4'C(0)-R5-. R4-R5a-, R6-S(0)2-R7- or R26-S(0)-R27- 

wherein R5 is (0 a covaleut bond, (u) alkylene, (iii) alkenylene, (iv) -N(R20)-R8- or -Rga" 

N(R2o)-R8- 

wherein Rg and Rga ^ independently selected from the group consisting of alkylene and 
alkenylene and R20 is hydrogen, loweralkyl, alkenyl. haloalkyl, alkoxyalkyl, haloalkoxyalkyl. 
cycloalkyl or cycloalkylalkyl or (v) ^O-Rg- or -Rga-O-Rg- 
wherein R9 and Kg^ are independently selected from alkylene; 
R5a is (i) alkylene or (ii) alkenylene; 

R7 is (i) a covalent bond, (ii) alkylene, (ui) alkenylene or (iv) -N(R2l)-RlO- ot -RiOa 
N(R2l)-RlO- 

wherein RiO and R^oa independently selected from the group consisting of alkylene and 
alkenylene and R2I is hydrogen, loweralkyl, alkenyl, haloalkyl, alkoxyalkyl, haloalkoxyalkyl, 
aiyl or arylalkyl; 

R4 and R6 are independently selected from the group consisting of 

(i) (Rl 1)(R12)N- wherein Rn and Rl2 are independently selected from 

(1) hydrogen, 

(2) loweralkyl, 
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haloalkyi. 


(4) 


alkoxyalkyl. 


(5) 


haloalkoxyalkyl, 


(6) 


alkenyl, 


(1) 

V'/ 


alkynyl, 




cydoalkyl. 


(9) 


cycloalkylalkyl. 


(10) 


aryl, 




heterocyclic. 




arylalkyl, 


(13) 


(heterocycUc)alkyl, 


(14) 


hydroxyalkyl. 


(15) 


aBcoxy, 


(16) 


aininoalkyl, and 


(17) 


trialkylammoalkyl, 



(H) 


loweralkyl. 


(iii) 


alkenyl. 


(iv) 


alkynyl. 


(V) 


cycloalkyl, 


(vi) 


cycloalkylalkyl. 


(vii) 


aiyl. 


(viii) 


arylalkyl, 


(ix) 


heterocyclic. 


(X) 


(heterocycUc)alkyl, 


(M) 


alkoxyalkyl, 


(xit) 


hydioxyalkyl. 


(xiii) 


haloalkyi, 


(xiv) 


baloalkenyl, 


(XV) 


haloalkoxyalkyl, 


(xvi) 


haloalkoxy. 


(xvii) 


alkoxyhaloalkyl, 
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(xviii) alkylaminoalkyl, 

(xix) dialkylaminoalkyl, 

(xx) alkoxy, and 



(xxi) ^ 
wherein z is 0-5 and Ry^ is alkylene; 

R26 is a) loweralkyl. (ii) haloalkyl, (iu) alkenyl, (iv) alkynyl. (v) cycloalkyl, (vi) 
cycloalkylaJkyl, (vii) aryl, (vui) aiylalkyl, (ix) heterocyclic, (x) (heterocyclic)alkyl, (xi) 
alkoxyalkyl or (xii) alkoxy-substituted haloalkyl; and 
R27 is alkylene or alkenylene; 

(b) R22-0-C(0)-R23- wherein R22 is a carboxy protecting group or heterocycUc 
and R23 is (i) a covalent bond, (ii) alkylene. (iii) alkenylene or (iv) 

. -N(R24)-R25- wherein R25 is alkylene and R24 is hydrogen or loweralkyl, 

(c) loweralkyl, 

(d) alkenyl, 

(e) alkynyl, 

(f) cycloallg'l, 

(g) cycloalkylalkyl, 

(h) aiyl, 

(i) arylalkyl, 

(j) aryloxyalkyl, 

(k) heterocyclic, 

(1) (heterocycUc)alkyl, 

(m) alkoxyalkyl, 

(n) alkoxyalkoxyalkyl, or 

(0) Ri3-C(0)-CH(Ri4)- 
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wherein R13 is amino, alkylamino or dialkylamino and Rl4 is aryl or Ri5-C(0)- 
wherein Rl5 is amino, alkylamino or dialkylamino; 
or a pharmaceutically acceptable salt hereof]. 

157 (Amended). [A] Jhe compoxmd according to claim 1 lof formula (I)] wherein [n is 
zero; Z is -CHa- wherein R,s and R,. arc hydrogen; R is C(0)-G wherein G is hydrogen;] is 
aryl substituted with one substituent selected from the firoup consisting of raelhoxy, 
methoxyethoxy, and isopropoxyethoxy; R2 is l.S-benzodiox-S-yl; [R^ is R4-C(0>R5- wherein] 

is methylene! [and R4 is selected ftom (Rn)(Ri2)N-l and [(RnO(Ri^N-N(H)-; one of Rn 
and] R12 is [hydrogen and the other is] selected from thigrm??S«5tiaaof arylalkyl and 
diaiylallcyl wherein each aryl group of the diarylalkyl is substituted with methyl or ethyl]; and 
one of Riia or Rii, is alkyl and the other is aryl]. 



158 (Amended). [A] compound accordmg to claim 1 [of formula (I)] wherem (n is 
zero; Z is -CHr wherein R., and R19 are hydrogen; R is C(0)^ wherein G is hydrogen;] Ri is 
phenyl substituted with one substituent selected from aegg oup consisting of methoxy. 
methoxyethoxy, and isopropoxyethoxy; R^ is LS-benzodiox-S-yl; IR3 is R4-C(0>Rs- wherein] 
R5 is methylenei (and R4 is selected from (R„)(Ri2)N-] and ((Ri,.)(Ri2a)N-N(H)-; one of Ru 
and] R12 is [hydrogen and the other is] selected from flje^rouficonsisti^ phenylalkyl and 
diphenylalkyl wherein each phenyl group of the diphenylalkyl is substituted with methyl or 
ethyU; and one of Ri la or R12, is alkyl and the other is phenyl). 



159 (Amended). [A] The compound according to claim 21 [of formula (H)] wherein [n 
is zero; Z is -CH,- wherein R:s and Ri, are hydrogen; R is C(0)-G wherein G is hydrogen;] Ri 
is aryl substituted with one substituent selected from the ffroap consisting of methoxy, 
methoxyethoxy, and isop«,poxyethoxy; R2 is l,3.benzodiox-5.yl; [R. is R4-C(0).R5- wherein] 
Rs is methylene! [andR4 is selected from (Rn)(Ri2)N-] and [(Rna)(RaON.N(H)-; one of R„ 
and] R)2 is [hydrogen and the other is] selected from^rou p consistins of arylalkyl and 
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f the diarvlalkyl is ^bstituted with methyl or ethyU; and 
diarylalkyl wherein each aryl group of the dxarylallcyl 
oneofRnaorRmisalkylandtheotherisaryll. 

* .io;n,iUof formula ai)lwl^'^"^l^ 

eihyll; and one of Ri la or Riia is aiKyi ana 



